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T'ae Examiner a c k n owiedqeci applicants' submission of a paper 
corv or the sequence listing, corresponding computer readable 
form or the sequence and attorney's statement that the content. 
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statement that the submission comprises no new matter is 
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a im 1 i , as amended, 



in response, dpolicants point out. thar c] 

ls; not drawn towards claim 10. Therefore, apoli cants 

respectfully request that the Examiner withdraw the objection 
to claim 11. 



Rejections Under 35 U.S.C. §112, First Paragraph 

dho Examine: rejected claims I-"/ 1 , 9 and h under 3d U.S.C. 
^-112, first paragraph, as allegedly containing subject matter 
which was not described in the specification rn such a way as 
t.d reasonably convey to one s Killed in trie relevant; art that 
the inventors, at the time the application was filed, had 
P o s s e s s i o n of T " h e < ; .1 a Line oi i n v e n t i o n . 

In response, applicants respectfully traverse the examiner's 
re i ect: i on . 



Briefly, claims 1-4 provide a composition of matter comprising 
Varicella-Zoster Virus 2 9p> protein having an agent ooun i 
t h e r e t o , w h o r e i : \ \_ h e c. om ocsiti o n enters a m a mm a .... i a n cell 
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mcho red r o a iipcol membrane . Claims o 
v - - i c 1 e o o : n p r i s i n g *d' i c ; o rn p c> s 1 1 i o n o f 
9p protein facilitates delivery of the 
° ■-■ m ^ cm a nan cell. c 1 a i rns 9 and 11 
o vc ring an age n t; i n t. c a ma mrna 1 i a n cell, 
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he 2 9p protein and 
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ti rst, it i; 
■'.e que rice ( s ) o 
■.he- written 



~; p p 1 i cants ma i n t a : n th a t t h e s p e cili c atr a 
•"i ■ H.'.- s c r o p 1 1 o io kj r t he s a ; a y e o ; ma 1 1 e r o; i a l rna o . 
unnecessary that applicants set forth tote 
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d e s c r rot i. on r e q u i r e me n tt o o ia e satisfy ' = ' 1 



Applicants maintain that the 2 9p protern having SEQ ID NOo': 
and capable of entering a cell constitutes a representative 
numb e r of p 2 9 s p e o i e s 
g iven ohat i d e n t i f y i i 

v v" u 1 a : e q u i r e n c . una; ;e e x p e r i rn e r i t~. a 1. 1 o n . 
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1. 1 n o s . . i - a 6 , a n •■ 1 
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h- sa,adaa^:icr! aa, 
irr.pl e a o t a qen t: a ( i r c : 



■ : e r a i a a , page 1 , 
> r o v i d o d at, int^r 



the aa^nt . Father, ia certain embodiments, the protean musa. 
s i rn p 1 y b e N v b c ) u nd " t. o t tie a q e n t. la y any ra e a n s , s uch as covalen t 
ci L Ldchiiam . This pain v ia maue in response rn t lie Examiner's 
s t a a a ra — at a.,;" sv • : ■ a : i a i : a is or ; wr. t o >; , aa i a a potential I y 



Accordingly, applicants maintain that the subject matter of 
the : e j eotod claims. aa adequate] y dese r ibed in the 
spe c l : . • a a ion . 



ma t; f. e r whit 
way a s a o 



a. a i rxe i : 
. i b>d rri 



. TJie 
h e a r 



; ± u n ci e r r a 
rang subject 
on rn such a 

1. 1 pe r ta i n s , 
e a i id / o r us e 



Applic- 
Serial 
Fi 1 e 
P a : 



th 



t ; i f v j a x a i 1 • i s written 



Trie te-et fro; • .-i ia i > i -mea. t.. i - v/hether one as: idea in the art 
c o u 1 d , a t t r , e ' Lrrie c. f \ r se inv o n ^ i o n r rr. a k e a n d u a o the claim a a 
i : i v e n a i o n has e d or: a : ; e < i a a c 1 o a \ : r e a n a i n r a r rr; a t la ri k n cwn in the 
a .! : t w i a h out u n d a e e x p eri in e n tati o n . Applicants rr.aintain t h .a t 
a a -a a] aimed i riven t ion satisfies the test for enablement, and 
that the Examiner has not set forth sufficient grounds for 
c <; ) ri c 1 u i i n g othervase . 

1 n s u ]■;■ p o r t. - r t- p ^ r Q j e c t .1 o n , : a e E x a : r. i : i e r - a a - t s t h a t. i *: 
wo aid re: qui re undue experimentation to make and use tne 
a I earned invention. Specifically the Examiner asserts that in 
via; of the factors detailed in In re W a nds , (i.e., nature of 
the invention, breadth of the claims, guidance of the 
specif icat ion, working examples, state of the art, and 
}: ) i ' e c 1 1 c f a b i J. ;i t y o f a h o a ia. , u n d u e ex o e r .1 m e r : f a 1 1 j .a we a id. be 
ne at; s s a r y f o p r. a c a i c e a h e :a i v e n t r o n . 

Applicants respectfully disagree with the Examiner's position. 
E i r at, a o pi 1 a a u t a ri i s a g r e e wit h the E x a ti i ne r ' ■ : 

craa'acte rizatior: of the instant invention as hawing a 
"simplex" nature. This invention involves delivery of an 
agent into a mammalian cell via a protein shown by applicants 
t a o. a a o . A p p 1 a c: a n t a d o n o t s e e t h i. s a s a c orrip lex i riven t ion . 

Second, ana cont; rary to t- ne Examiner' a position, applicants 
n a f e r a a f f a o h r a^ a ri h a t t h e ■ :: I a 1 m a is r e I a five 1 y narrow, in 
t h a a a n 1 y :: a naa a i i a r: a - lis are reciaed fas o p posed to "anv 
t a r g e t. a ell a y p a " a a a a. a t e d by the Examiner ; . The Examiner's 
assert! oris r ega r ding natural ly occurring 2 so oraaein variants 



hp pi lO 
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Third, appl icnrji s rr.a intain r. h^r rue sp'-d iio C i tion provides 
a o e q a a + o c j a i d ; i r ; ■ :< - Pa p r a e t 1 r ■ i a a t. n a '. : 1 a i me d i r i v e r. a ion. T h 3 1 
1 s , the expor i:ti o n t ". ■ ; .i. r 1 T h e a p a c i f 1 c a t .1 o n show i. n g 2 9 p -mt r 7 
in 1 a mairuna 1 : a : ; . -a. L .1 a , ■icrnb i nod wi ah r our i no methodr o :: 
at t ixinq auen ts *. a- prctei na and identifying natural Ly 
occurring protein variants, would enable one to practice tne 
invention as ol a ivied without undue experimentation . dhus, 
appropriate guidance is provided by the specif icati :n. 

Faurth, as to the state of the art, applicants agree with the 
E x a in m ; a" t h a t ^ a ■ - ■■ - a- a ' - ^ p t : d' a si 11 a 1 9 p a 1 <~ " r ■ "i a ^ a a 1 e 1. 1 v e r an 
agent into a r avei: cell is novel . However, appli rants also 
note that the concept of using a protein that aan readily 
enter a mammalian cell to deliver an agent to the ceil was 
known in t he art. 

In support of this point, applicants annex hereto as Exhibit C 

a copy of U.d. Patent No. 5,674,980 issued on Coroner ^ , 1997 
to Frankel et. al. ( vx the '980 parent") . 

The Xl -90 career relates to HIV fat protein, a molecule whi ;;h 
is capable of readily entering cells. Specifically, the ' 9 :' 0 
patent states that the "invention relates to delivery of 
bit logically active cargo molecules, such as polypeptides and. 
rut lei a acids, into the ey t op 1 asm and nuclei of cells in vitro 
a no in visa. Tnt r a c ell a 1 a r c 1 e iiv e r y o t cargo m o lecule s 

ace 3rd i . n g t. o [ v ! ; a t. ; in v e n t. i. o r: ;: s a c compii s h e d by the use of 
novel t ranspoi 1 pel ypept ides wh 1 oh c -cmp t ise HI V to t 
protein. . . covalertly attached t: cargo molecules . " (abstract, 
ergaasis addea; . Thus, precedent exists for delivering an 
agent into a cell via attachment to a protein capable cf 
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(Amended) A method for delivering an agent into a 
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